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Background: 
The FDA asked the following question in their announcement of this meeting in Section 
II. Scope of the Hearing, B. Tools for Risk Management: 

Question: 
What new tools can be created to better address specific drug risks? 

Answer: 
The CFR Section 201.57 states that the label should contain information on the 
categorization of adverse reactions by severity. In order to comply with this Section of 
the CFR, there needs to be consistency in the assessment of adverse events, changes 
in electrocardiograms, and clinical laboratory tests. 

A standardized rating scale could be created to gauge the severity of adverse events, 
changes in electrocardiograms, and changes in clinical laboratory results. This 
standardized rating scale would be incorporated into all clinical protocols, so that the 
safety results are consistently categorized during the clinical research process for 
individual drugs and for all drugs that are in development. The same standardized 
rating scale would be applied to safety data that is collected during formal post- 
marketing surveillance studies and to any safety data that is collected during the post- 
marketing period. 

The classification of severity needs to start at the clinical trials stage of drug 
development. Currently, the assessment of severity or the definition of severity is left to 
the sponsor. Definitions are usually provided in the clinical protocols but these 
definitions can differ within a drug development project, between drug development 
projects, during different stages of development, and from company to company. Their 
needs to be a unified set of standards for rating the severity of adverse events, changes 
in electrocardiograms, and changes in the clinical laboratory results. This unified set of 
standards should be accepted and applied uniformly by all companies, investigators, 
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sponsor-investigators, and they should be incorporated into all clinical protocols and 
used consistently for all drugs in clinical development. 

The adverse events included in the Package Insert are usually from controlled Phase II 
and Phase III studies. These studies would have been conducted over several years, 
by multiple investigators, in different geographic locations. There would probably be 
differences in the protocols, in the experience of the investigators, in study personnel, 
and the period of treatment would be variable depending on the type of drug, nature of 
the indication, and objectives of the study. It is likely that the nature of the drug 
development process would affect the consistency of the classification of severity. 

There are two standardized scales available for rating the severity of adverse events, 
changes in electrocardiograms, and clinical laboratory results. They are the NCI 
(National Cancer Institute) Common Toxicity Criteria (CTC) and the NIH Division of 
AIDS Table for Grading Severity of Adult Adverse Experiences. These scales are used 
in cancer clinical trials and in clinical trials of drugs used to treat HIV infections. There 
are differences between these two rating scales but they provide an objective 
classification method. These rating scales could be combined and form the basis for a 
standardized severity rating scale. 

The presentation will discuss the following: 
l Lack of consistency in the rating of severity of safety information 
l The effect of this lack of consistency on labeling 
l Overview of the differences between the available severity rating scales 
l The effect of consistency in the rating of the severity of safety information on the 

understanding of specific drug risks 

Timing: about 10 minutes 

Presentation is being sponsored by International Pharmaceutical Consultants, Inc., a 
private pharmaceutical development consulting company. 
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PUBLIC HEARING 
RISK MANAGEMENT OF PRESCRIPTION DRUGS 

DOCKET NUMBER 02N-0115 

PROPOSAL FOR THE USE OF A 
STANDARDIZED RATING SCALE 

FOR THE CLASSIFICATION 
OF THE SEVERITY OF 

ADVERSE EVENTS, CHANGES IN 
ELECTROCARDIOGRAMS, AND 

CLINICAL LABORATORY RESULTS 

, 

OVERVIEW 

l Review severity determinations 
l Review the current rating scales 
l Review the results of PDR search 
l Review selected Pls for use of Rating 

Scales 
l Compare Rating Scales 
l Proposal for Standardized or Universal 

Rating Scale for the determination of 
severity 

21 CFR 201.57 

21 CFR Section 201.57 states 
that the label (Package Insert) 

may contain information on 
the categorization of adverse 

reactions by severity. 



QUESTIONS 
. How is severity determined? 
l Is this determination consistent within classes 

of drugs, among drugs to treat an indication 
or a disease, among dtfferent classes of 
drugs, among sponsors? 

l Are the definitions of severity harmonized 
within medical disciplines, within countries, 
between countries7 

QUESTIONS (Cont’d) 
An example of a frequently used rating scale: 
l MILD: Symptoms which do not interfere with 

patients daily activities. 
l MODERATE: Symptoms which may interfere 

with daily activities. 
l SEVERE: Events which interrupt patients 

usual daily activities. 
Is this non-standard, rating scale useful? 

QUESTIONS (Cont’d) 
l Can this rating scale be used for all 

types of drugs? 
l Does it add to the understanding of 

safety results? 
l In a multinational development program, 

will the results be consistent? 
l Do these definitions mean the same to 

a French physician and to a physician in 
Rockville? 

6 
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QUESTIONS (Cont’d) 
- Do these definitions mean the same to a 

cardiologist, to an oncologist, to an internist, 
to a dermatologist? 

l How are these definitions applied to a patient 
who is hospitalized or has had recent surgery 
and doesn’t have a daily activity? 

l How do you apply these definitions to 
laboratory abnormalities? 

l How do you apply these definitions to 
electrocardiogram abnormalities? 

RATING SCALES 

Four rating scales available to describe the 
severity of adverse events 

l NCI Common Toxicity Criteria (CTC) (used in 
oncology studies) 

l NIH Division of AIDS Table for Grading 
Severity of Adult Adverse Experiences 
(ACTG Table for Grading the Severity of 
Adverse Experiences) 

l WHO Rating Scale 
- ECOG Toxicity Criteria (same as CTC) 

METHODS 

- Searched the PDR (CD version Jan 2002) for 
CTC, NCI, ACTG, ECOG, mild, moderate, 
and severe. 

l In the Package Inserts that contained these 
terms, the Adverse Events, EKG, and 
Abnormal Laboratory Sections were reviewed 
to determine how the different rating scales 
were used and if they were used consistently. 
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RESULTS 

. The Package Inserts (Pi) that included 
NCKTC were drugs for the treatment of a 
carcinoma and the PI that included ACTG 
were drugs for the treatment of HIV infections 

l For adverse events, ECOG was the same as 
NCI-CTC 

* Mild, moderate, and severe were found, but 
in some PI, severe referred to the severity of 
the presenting disease. 

PDR SEARCH RESULTS 

yfjFyq 

Severe 1284 
ACTG 16 

NCI 13 
ECOG 8 

I CTC I 5 I 

NEW QUESTIONS 

l Was the ACTG Severity Rating Scale 
used for all of the HIV drugs and was 
the NCI- CTC scale used for all of the 
oncology drugs? 

l Within the specific therapeutic groups, 
was the usage consistent? 
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PURPOSE OF REVIEW 

l The purpose was to review the 
process, not to be critical of any 
drug or any Package Insert. 

l Determine how the severity or 
intensity of adverse events are 
displayed in the Package Inserts 

Drugs for HIV Infections 

Drug / Adverse Events 1 Laboratory 1 
Name 

VISTIDE 1 NO 

Abnormalities 
NO 

I 

ZIAGEN 1 Yes, Grades l-4 lumped / NO I 
1 together I 

COMBIVIR 1 NO 1 NO, abnormal levels Wed. e g , 
ALT (>5 0 x ULN) 

CRIXIVAN NO NO, abnolmahbes of severe or 
Ihfe threatenmg mtensdy. e g , 
Increased ALT > 500% ULN 

Drugs for HIV Infections 

Drug Adverse Events Laboratory 
Name Abnormalities 
EPIVIR NO NO, abnormal levels I~sted. e g 

ALT (~5 0 x ULNl 
FORTAVASE States that ma,” table of The PI states that there may be 

adverse events exacerbatwn of chrauc l,ver 
correspond to ACTG disease wdh Grade 4 elevated 
Grade 3 and 4 lhver functwn tests 

Table displays Marked Laboratory 
Abnormald~es and that this 

HlVlD 

corresponds to ACTG Grade 3 or 
above 

Yes. Table displays Yes. Table displays Laboratory 
Adverse Events that were Abnormal~bes that were Grade 314 
>Grade3m>t%of 
patle”ts 
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Drugs for HIV Infections 
Adverse Events 

Ma,” Table dlsptays 
Adverse Experiences of 
Moderate, Severe, or 
L,fe.threatenI”g lntenslty 

Adverse Events of 
Moderate. Severe. or 
L,fe.threate”Q liienslty 

AGENERASE 1 YES, ,“c,dence of Grade 
3 or 4 rash 

Yes. Table dtsplays Marked 
Laboratory Abnormalities. defined 
as a shift from Grade 0 to at least 

Abnormatlttes that were Grade 314 
Reported I” a 2% of Adult Pabents 

Drugs for HIV Infections 
Drug 
Name 
NORVIR 

Adverse Events Laboratory 
Abnormalities 

NO, the Main Table displays NO, Table displays Marked 
Adverse Events of Moderate Labaatorv Abnormalutles 
or severe lntenslty Reported in 5 3% of Adult 

Patients. e g ALT > 215 WL 
RESCRIPTOR Ma,o”ty of adverse events NO, Marked laboratory 

were of mild or moderate abrormalltles. e g ALT z 5 x 
fACTG Grade 1 or 2) ULN 
;ntenslty and a table of 
rashes that were of Grades 
1, 2. 3, and 4 Also a table 
of adverse events that were 
of Moderate to Severe or 
L,fe-Threatening ,ntens,ty 

Drugs for HIV infections I 

I 
YES and NO, one table wth 
tabulatw of Number of Mild. 
Moderate, and Severe Nervous 
System Symptoms 
One table wth tabutato” of 
treatment-emergent rashes. wth 
severttv expressed I” Grade 1.2 

t 

Laboratory 
Abnormalities 
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Drugs for HIV Infections 

Drug Adverse Events Laboratory 
Name Abnormalities 
TRlZlVlR YES. ClInIcal adverse NO, selected tee15 ~4th laboratory 

events an Grades 1-4 abnormal~bes. e g , ALT) 5 x IJLN 
(2 5% frequency, 

VIDEX NO YES and NO, selected tests wfb 
laboratoty abnormalltles. e g ALT 
> 5 x ULN and Table of 
Frequencies of Selected 

VIRACEPT NO 

Laboratory Abnormallbes (Grade 
314) 
Yes. Table displays Marked 
Laboratory Abnormalities. defined 
as a sh,f! from Grade 0 to at least 
Grade 3 or from Grade 1 to Grade 
4 (ACTG Gradrng System) 

Drugs for HIV Infections 

Drug Adverse Events Laboratory 
Name Abnormalities 
VRAMVNE YES and NO, One fable w,fh NO, Marked laboratory 

tebulabon of rashes, wth a abnormallbes. e g , ALT > 250 U/L 
companson of all Grades and 
Grades 3 and 4 (severe or 
Ilfe4hreatenmg) 
One table of adverse even& 
wluwut *eveMy lnformabo” 

ZERIT NO, lhsbng of adverse ever115 YES, Table of Frequencies of 
wdhout an ,nd,cabo” of Selected (Grade 3/4 Laboratory 
seventy Abrwrmalltkes). e g , ALT z 5 x 

ULN 
ZIAGEN YES, Table of Selected NO 

Chcal Adverse Events 
Grades I-4 (z 5% frequency) 

IPC 4°C Herbe” *warz. M D 20 

I ONCOLOGY DRUGS I 
Drug ) Adverse Events ) Laboratory 
Name 1 Abnormalities 
GEMZAR 1 YES, WHO Grade of seventy 1 Yes, WHO Grades of seventy 

used for laboratory abnormal~ks. 

events displayed with NC1 -CTC- 

MUSTARGEN NO NO J 
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ONCOLOGY DRUGS 

ONCOLOGY DRUGS 

Drug 
Name 
IFEX 
COSMEGEN 
MlTHt’AClN 

ARIMIDEX 

Adverse Events 

NO 
NO 
NO 

NO 

Laboratory 
Abnormalities 

NO 
NO 
NO 

NO 
No, hst of adverse events of YES,  for selected tests 
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ONCOLOGY DRUGS 

Drug Name Adverse Events Laboratory 
Abnormalities 

ELLENCE YES,  for selected events YES,  for selected tests 
LEVKINE YES,  for selected events YES,  for selected tests 
TRISENOX YES YES,  for hematology tests 
1DAfWClN PFS YES,  for selected events YES,  for hepahc and renaI 

(WHO Scale used) functwn (WHO Scale used) 

NOVANTRONE NO YES,  for neutropen~a 
DAUNORUBICIN NO NO 
fNTERFERON YES,  uses ECOG NO 
ALFA- 2b Tomty Cntena, WHO 

Ratno Scale 

RATING SCALES 

Comparison of Rating Scales (AE) 

Grade 1 Grade 2 Grade 3 Grade 4 

NENJSea Able to eat Oral Intake NO srgnlhcanl . ..__ 
slgnl~cantly Intake, req”,nng 

CTC decreased IV flulds 

NZIUSCX Mild Moderate Severe Mlnlmal fluid 
dlscomfon. dwomfort. discomfort. no Intake 
mantans Intake slgnlflcant 

ACTG 
reasonable decreased Intake. act,wt,es 
Intake s1gnBcantly. lkmlted 

solne actlwty 
lkmded 
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Comparison of Rating Scales (AE) 
Grade 1 Grade 2 Grade 3 Grade 4 

“Omltl”Q 1 episode I” 2-5 episodes 5 6 episodes I” Requlnng 
24 hours over I” 24 hours 24 hours over parentera, ““tntw”. 

CTC pretreatment over pretreatment, or or physwloglc 
pretreatment need for IV Rulds consequences 

food,R”,ds m 24 

I Comparison of Rating Scales (AE) 
Grade 1 Grade 2 

4yp.F AsymptomatIc. Recurrent 0, 
,e”*,o” tramlent persistent or 

Increase by symptomatic 

CTC .20 nlrnHQ increase by 
(dlastollc) or to >2O InrnHQ 
.150,100 d (d,astol,c) or to 

pre”o”sly WNL. .15w100 If 
not req”lrl”g prevwusly WNL. 
tr~~tllX?“t M, requlrlng 

treatment 
Hyper- Transent Recurrent, chronic. 
le”*,o” Increase > 20 > 20 nlrnHQ. 

mmHg. no treatment requred 
treatment 
reqwed 

ACTG 

treatment as 
an outpatent. 
tmpltakzat10n 
possible 

Comparison of Rating Scales (Labs) 

ACTG 

AST ~25~ >25-50 >50-200 >2oox 
@GOT) ULN x ULN x ULN ULN 

CTC 1 
AST 1 25-2 5 x UNL 2 5-5 x UNL 5-10 x UNL >lOx 

(SGOT) UNL 
ACTG 
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Comparison of Rating Scales (Labs) 

Grade 1 Grade 2 Grade 3 Grade 4 
GGT ,25x ~25-50 >50-200 ,200x 
CTC ULN x ULN x ULN ULN 

GGT 1 25-2 5 x 2 5-5 x UNL 5-10 x UNL > 1OxUNL 

I I ACTG UNL 

Comparison of Rating Scales (EKG) 
Grade 1 Grade 2 Grade 3 1 Grade4 

Example of Rating Scale for Electrocardiogram Abnormality 
Prolonged Asvmptomak. Symptomatic. Symptomatic Life- 

QTC rmt requmng but not and reqwnng threatening 
Interval treatment K+~“l”“!j treatment @cl 1 

(QTc ~0 48 treatment arrhyUlmaa 

seconds) associated 
wth CHF, 

hypotenswn. 
CTC syncope. 

shock) 

ACTG Not mcluded Not mcluded Not Included Not Muded 

PROPOSAL 

Create a standard or universal 
rating scale to gauge the severity of 
adverse events, changes in 
electrocardiograms, and changes in 
clinical laboratory results. 
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PROPOSAL (Cont’d) 

Three rating scales available 
- Need to expand and unify the rating scales 

Into one standard or universal rating scale. 
- Use the NCI Common Toxicity Criteria (CTC) 

Scale as a model 
* The resulting standard or universal scale 

should be used consistently in all clinical 
studies 

PROPOSAL (Cont’d) 

This standardized rating scale 
would be incorporated into all 
clinical protocols, so that the 
safety results are consistently 
categorized during the clinical 
research process for individual 
drugs and for all drugs that are in 
development 

PROPOSAL (Cont’d) 

The same standardized or universal 
rating scale would also be applied to 
safety data that is collected during 
formal post-marketing surveillance 
studies and to any safety data that is 
collected during the post-marketing 
period. 
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EFFECT ON 
UNDERSTANDING RISKS 

- Databases from clinical trials conducted in 
different countries, by different investigators 
could be combined. 

- Comparison of safety results among drugs in 
a class and among classes would be possible 

9 Comparison of safety results among drugs 
used to treat a disease or an indication would 
be possible 

9 The same rating scale would be used during 
the development process and during the 
marketing period 

CONCLUSIONS 
l There would be many steps needed to 

implement this proposal 
- Would need to generate and agree on the 

standardized or universal rating scale and it 
would need to be accepted. 

l At the present time, the data or information 
doesn’t exist 

. It would be a prospective project, a point in 
time would need to be established to start the 
collection of data so the results could be 
added to the Package Inserts. 

CONCLUSIONS (Cont’d) 
l As MedDRA provides the industry the 

ability to communicate across borders in 
describing or coding adverse events, a 
standardized or universal rating scale for 
determining severity would further this 
communication. 

l The ability to have consistent safety 
information would be possible and worth 
the effort. 
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